Parkinson's disease, and becomes increasingly problematic in the advanced stage of the disease. Although the cause of LID still remains unclear, there is accumulating evidence from animal experiments that it results from maladaptive plasticity, resulting in supersensitive excitatory transmission at corticostriatal synapses. Recent work using transcranial magnetic stimulation suggests that the motor cortex displays the same supersensitivity in Parkinson's disease patients with LID. To date, the cellular mechanisms underlying the abnormal cortical plasticity have not been examined. The morphology of the dendritic spines has a strong relationship to synaptic plasticity. Therefore, we explored the spine morphology of pyramidal neurons in the motor cortex in a rat model of LID. We used control rats, 6-hydroxydopamine-lesioned rats (a model of Parkinson's disease), 6-hydroxydopamine-lesioned rats chronically treated with levodopa (a model of LID), and control rats chronically treated with levodopa. Because the direct pathway of the basal ganglia plays a central role in the development of LID, we quantified the density and size of dendritic spines in intratelencephalic (IT)-type pyramidal neurons in M1 cortex that project to the striatal medium spiny neurons in the direct pathway. The spine density was not different among the four groups. In contrast, spine size became enlarged in the Parkinson's disease and LID rat models. The enlargement was significantly greater in the LID model than in the Parkinson's disease model. This enlargement of the spines suggests that IT-type pyramidal neurons acquire supersensitivity to excitatory stimuli. To confirm this possibility, we monitored miniature excitatory postsynaptic currents (mEPSCs) in the IT-type pyramidal neurons in M1 cortex using whole-cell patch clamp. The amplitude of the mEPSCs was significantly increased in the LID model compared with the control. This indicates that the IT-type pyramidal neurons become hyperexcited in the LID model, paralleling the enlargement of spines. Thus, spine enlargement and the resultant hyperexcitability of IT-type pyramidal neurons in M1 cortex might contribute to the abnormal cortical neuronal plasticity in LID.
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Introduction
Oral L-3,4-dihydroxyphenylalanine (levodopa, L-DOPA) replacement therapy remains the most effective strategy for the symptomatic relief of Parkinson's disease (PD). However, chronic levodopa treatment is often complicated by a variety of involuntary movements, termed levodopa-induced dyskinesia (LID), which represent a major limitation in the treatment of PD (Fabbrini et al., 2007) . LID mainly develops in response to activation of sensitized D1 receptors on medium spiny neurons in the direct striatonigral pathway (Feyder et al., 2011) . Indeed, corticostriatal synapses in an LID model have been shown to exhibit abnormalities in synaptic plasticity (Belujon et al., 2010; Picconi et al., 2003 Picconi et al., , 2008 Picconi et al., , 2011 . The corticostriatal synapse in this model lacks depotentiation after induction of long-term potentiation (LTP) (Picconi et al., 2003) . Depotentiation leads to a resetting of corticostriatal synapses, to avoid synaptic saturation and is implicated in the mechanisms of physiological forgetting. Consequently, the absence of depotentiation might result in the storage of unessential motor information (Picconi et al., 2011) . In addition, it has been shown that induction of long-term depression (LTD) is also lost in the dyskinetic model (Picconi et al., 2011) . Thus, corticostriatal synapses appear to be electrophysiologically supersensitive in dyskinesia, and dyskinetic movements might be induced by changes in the molecular mechanisms regulating corticostriatal excitatory synaptic transmission (Picconi et al., 2011) . 
